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"Contents" section of the file wrapper. In a personal interview, a duplicate of the Form is given to the applicant {or attorney or agent) at the 
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- Application Number (Series Code and Serial Number) 

- Name of applicant 

- Name of examiner 

- Date of interview 
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should be noted, however, that the Interview Summary Form will not normally be considered a complete and proper recordation of the interview 
unless it includes, or is supplemented by the applicant or the examiner to include, all of the applicable items required below concerning the 
substance of the interview. 

A complete and proper recordation of the substance of any interview should include at least the following applicable items: 

1) A brief description of the nature of any exhibit shown or any demonstration conducted, 

2) an identification of the claims discussed, 

3) an identification of the specific prior art discussed, 

4) an identification of the principal proposed amendments of a substantive nature discussed, unless these are already described on the 
Interview Summary Form completed by the Examiner, 

5) a brief identification of the general thrust of the principal arguments presented to the examiner, 

(The identification of arguments need not be lengthy or elaborate. A verbatim or highly detailed description of the arguments is not 
required. The identification of the arguments is sufficient if the general nature or thrust of the principal arguments made to the 
examiner can be understood in the context of the application file. Of course, the applicant may desire to emphasize and fully 
describe those arguments which he or she feels were or might be persuasive to the examiner.) 

6) a general indication of any other pertinent matters discussed, and 

7) if appropriate, the general results or outcome of the interview unless already described in the Interview Summary Form completed by 
the examiner. 

Examiners are expected to carefully review the applicant's record of the substance of an interview. If the record is not complete and 
accurate, the examiner will give the applicant an extendable one month time period to correct the record. 

Examiner to Check for Accuracy 

If the claims are allowable for other reasons of record, the examiner should send a letter setting forth the examiner's version of the 
statement attributed to him or her. If the record is complete and accurate, the examiner should place the indication, "Interview Record OK" on the 
paper recording the substance of the interview along with the date and the examiner's initials. 
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Claims FBed fa ITS A nnli cation No. 09/822.161? 
DRAFT FOR DISCUSSION PURPOSES ONLY 

1 . (Amended) A method for treating a disorder characterized by excessive 
proliferation of tissue comprising implanting a cell-matrix structure in an amount effective to 
inhibit or regress the excessive tissue proliferation, wherein said cell-matrix structure comprises 
a matrix having attached thereto cells stably expressing a gene encoding an anti-angiogenic 
molecule. 

2. The method of claim 1 wherein the disorder is selected from the group consisting 
of malignant and benign neoplasias, vascular, inflammatory conditions causing excessive 
proliferation of cells, keloid formation, intraperitoneal or intrathoracic adhesions, endometriosis, 
congenital or endocrine abnormalities, psoriasis, unwanted skin proliferation, rheumatoid 
arthritis, multiple sclerosis, unwanted angiogenesis of the eye, restenosis, and infections causing 
excessive proliferation of cells. 

3. The method of claim 1 wherein the matrix is selected from the group consisting of 
fibrous scaffolds, polymeric hydro gels, and micromachine or micromolded substrates. 

4. The method of claim 1 wherein the cells are selected from the group consisting of 
fibroblasts, tissue specific cells, progenitor cells, and stem cells. 

5. (Amended) The method of claim 1 wherein the cells are genetically engineered to 
produce the anti-angiogenic molecule. 

6. (Amended) The method of claim 1 wherein the anti-angiogenic molecule is 
thrombomodulin. 

7. The method of claim 1 wherein the anti-angiogenic molecule is endogenous to the 
cells on the matrix and the cells are engineered to increase expression of the anti-angiogenic 
molecule. 
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8. A cell-matrix structure for implantation into a patient having attached thereto an 
effective amount of cells stably expressing a gene encoding an anu-angic^enk molecule in an 
effective amount to inhibit or regress excessive tissue proliferation in a patient in need thereof, 
wherein the cells are either genetically engineered to produce the anti-angiogenic molecule or of 
a different cell type than the tissue that has proliferated excessively which produces the 
anti-angiogenic molecule* 

9. The cell-matrix structure of claim 8 wherein the cells produce a anti-angiogenic 
molecule effective to treat a disorder is selected from the group consisting of malignant and 
benign neoplasias, vascular, inflammatory conditions causing excessive proliferation of cells, 
keloid formation* intraperitoneal or intrathoracic adhesions, endometriosis, congenital or 
endocrine abnormalities, psoriasis, unwanted skin proliferation, rheumatoid arthritis, multiple 
sclerosis, unwanted angiogenesis of the eye, restenosis, and infections causing excessive 
proliferation of cells. 

1 0. The cell-matrix structure of claim 8 wherein the matrix is selected from the group 
consisting of fibrous scaffolds, polymeric hydrogels, and micro machine or micromc4ded 
substrates. 

1 1 . The cell-matrix structure of claim 8 wherein the cells are selected from the group 
consisting of fibroblasts, tissue specific cells, progenitor cells, and stem cells. 

12. The cell-matrix structure of claim 8 wherein the cells are genetically engineered 
to produce the anti-angiogenic molecule. 

1 3 . The cell-matrix structure of claim 8 wherein the anti-angiogenic molecule is 
thrombomodulin. 

14. The cell-matrix structure of claim 8 wherein the anti-angiogenic molecule is 
endogenous to the cells on the matrix and the cells are engineered to increase expression of the 
anti-angiogenic molecule. 
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15. The cell-matrix structure of claim 8 wherein the cell* are selected based on 

natural production of the wherein the anti-angiogenic molecule is endogenous to the cells on the 
matrix and the cells are engineered to increase expression of the anti-angiogenk; molecule and 
the cells are implanted at a site where the wherein the anti-angiogenic motecuk is endogenous to 
the cells on the matrix and the cells are engineered to increase expression of the anti-angiogenic 
molecule in an amount effective to inhibit proliferation or cause tissue regression. 

16. (New) A method for treating a disorder characterized by excessive proliferation 
of tissue comprising implanting a cell-matrix structure in an amount sufficient to stop or regress 
the excessive tissue proliferation, wherein said cell-matrix structure comprises a matrix having 
attached thereto cells stably expressing a gene encoding a thrombospondin-2 (TSP-2). 

17. (New) The method of claim 16, wherein the disorder is selected from the group 
consisting of malignant and benign neoplasias, vascular, inflammatory conditions causing 
excessive proliferation of cells, keloid formation, intraperitoneal or intrathoracic adhesions, 
endometriosis, congenital or endocrine abnormalities, psoriasis* unwanted skin proliferation, 
rheumatoid arthritis, multiple sclerosis, unwanted angiogenesis of the eye, restenosis, and 
infections eyeing excessive proliferation of cells. 

18. (New) The method of claim 1 6, wherein the matrix is selected from the group 
consisting of fibrous scaffolds, polymeric hydrogels, and micromachine or micromolded 
substrates. 

1 9. (New) The method of claim 1 6, wherein the cells are selected from the group 
consisting of fibroblasts, tissue specific cells, progenitor cells, and stem cells. 

20. (New) The method of claim 1 6, wherein the cells are genetically 
engineered to produce TSP-2. 
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21. (New) The method of claim 16, wherein TSP-2 is endogenous to the cells on the 
matrix and the cells are engineered to increase expression of TSP-2. 

22. (New) The method of claim 16 wherein the cells are of a different cell type than 
the tissue that has proliferated. 

23. (New) The method of claim 16 wherein the cells are selected based on natural 
production of TSP-2. 

24. (New) The method of claim 1 wherein the cells are of a different cell type than 
the tissue that has proliferated. 

25. (New) The method of claim 1 wherein the cells are selected based on natural 
production of me anti-angiogenic molecule. 

26. (New) The method of claim 1 wherein the anti-angiogenic molecule is 
v- thrombomodulin. 

27. (New) The method of claim 1 wherein the anti-angiogenic molecule is 
angiostatin. 

28. (New) The method of claim 1 wherein the anti-angiogenic molecule is 
endo statin. 

29. (New) The method of claim 1 wherein the anti-angiogenic molecule is TSP-1 
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Suggested Claims Fnr t js Application No. 09/822,161- 
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1 . (Currently Amended) A method for treating a disorder characterized by excessive 
proliferation of tissue in a subject in need thereof comprising implanting a ceU-marrix structure 
in an amount oflbr ri vn to inhibit or ro grcnD tit uit uunvo tissue prol ifu uti og, wherein said cell- 
matrix structure comprises a matrix having attached thereto cells that stably expressffig^^e - 
eaeedifig an anti-angiogenic molecule in an amount e ffective to inhibi t or regress the pv^cc^p 
tissue proliferation . 



2. (Original) The method of claim 1 wherein the disorder is selected from the group 
consisting of malignant and benign neoplasias, vascular, inflammatory conditions causing 
excessive proliferation of cells, keloid formation, intraperitoneal or intrathoracic adhesions, 
endometriosis, congenital or endocrine abnormalities, psoriasis, unwanted skin proliferation, 
rheumatoid arthritis, multiple sclerosis, unwanted angiogenesis of the eye, restenosis, and 
infections causing excessive proliferation of cells. 

3. (Original) The method of claim 1 wherein the matrix is selected from the group 
consisting of fibrous scaffolds, polymeric hydrogels, and micromachine or micromolded 
substrates. 

4. (Original) The method of claim 1 wherein the cells are selected from the group 
consisting of fibroblasts, tissue specific cells, progenitor cells, and stem cells. 

5. (Previously Amended) The method of claim 1 wherein the cells are genetically 
engineered to produce the anti-angiogenic molecule. 

6. (Currently Amended) The method of claim 1 wherein the anti-angiogenic 
molecule is thrombomodulin TSP-2. 
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7. (Original) The method of claim 1 wherein the anti-angiogenic molecule is 
endogenous to the cells on the matrix and the cells are engineered to increase expression of the 
anti-angiogenic molecule. 

8. (Currently Amended) A cell-matrix structure for implantation into a patient in 
need thereof having attached thereto an effective amount of cells that stably expressing a gone 
encoding an anti-angiogenic molecule in on effective amount to inhibit or regress excessive 
tissue proliferation in a pntiont in need thereof , wherein the cells are either genetically 
engineered to produce the anti-angiogenic molecule or of a different cell type than the tissue that 
has proliferated excessively, which produces the anti-angiogenic molecule in an effective am mint 
to inhibit or regress excessive tissue proliferation . 

9. (Original) The cell-matrix structure of claim 8 wherein the cells produce an 
anti-angiogenic molecule effective to treat a disorder is selected from the group consisting of 
malignant and benign neoplasias, vascular, inflammatory conditions causing excessive 
proliferation of cells, keloid formation, intraperitoneal or intrathoracic adhesions, endometriosis, 
congenital or endocrine abnormalities, psoriasis, unwanted skin proliferation, rheumatoid 
arthritis, multiple sclerosis, unwanted angiogenesis of the eye, restenosis, and infections causing 
excessive proliferation of cells. 

10. (Original) The cell-matrix structure of claim 8 wherein the matrix is selected from 
the group consisting of fibrous scaffolds, polymeric hydrogels, and micromachine or 
micromolded substrates. 

1 1 . (Original) The cell-matrix structure of claim 8 wherein the cells are selected from 
the group consisting of fibroblasts, tissue specific cells, progenitor cells, and stem cells. 

12. (Currently Amended) The cell-matrix structure of claim 8 wherein the cells aro 
g e n e tically ongiuoorcd to produce the anti-angiogenic molecule is selected from the group 
consisting of TSP-1. TSP-2. endostat in. andostatin. and thrombomodulin . 



00036420 



Received from <> at 718/03 3:26:40 PM [Eastern Daylight Time] 



07/0872003 15:24 FAX 




@003 



Draft for Discussion Purposes Only 
910000-2020 

1 3 . (Currently Amended) The cell-matrix structure of claim 8 wherein the 
anti-angiogenic molecule is thrombomodulin TSP-2 . 

14. (Original) The cell-matrix structure of claim 8 wherein the anti-angiogenic 
molecule is endogenous to the cells on the matrix and the cells are engineered to increase 
expression of the anti-angiogenic molecule. 

1 5. (Currently Amended) The cell-matrix structure of claim 8 wherein the cells are 
selected based on natural production of the wh e r e in tho anti-angiogenic molecule b endogenous 
to the colls on th e matrix and the cells arc engineered to increnso expression of tho 

anti angiog e nic molecul e and th e oqIIg are implanted at a site where th e wh e rein tho 
anti angiogenic molecul e in e nringnnnnr tn thn miir- rm thn nm j the col l : arc engin e ered to 

i ncr e ase expression of tho anti angiogenic molecule in an amount ofToctiv e to inhibit 
proliferation or cause tissue r e gr e ssion . 

1 6. (Currently Amended) A method for treating a disorder characterized by excessive 
proliferation of tissue in a patient in need thereof comprising implanting a cell-matrix structure m 
an amount sufficient to stop or regrcas - the e xc e ssive tissue proliferation , wherein said the cell- 
matrix structure comprises a matrix having attached thereto cells that stably expressifi&*^ene 
eaeediftg-a thrombospondin-2 (TSP-2) in an amount sufficient to stop or regress the excessive 
tissue proliferation . 



1 7. (Previously Added) The method of claim 1 6, wherein the disorder is selected 
from the group consisting of malignant and benign neoplasias, vascular, inflammatory conditions 
causing excessive proliferation of cells, keloid formation, intraperitoneal or intrathoracic 
adhesions, endometriosis, congenital or endocrine abnormalities, psoriasis, unwanted skin 
proliferation, rheumatoid arthritis, multiple sclerosis, unwanted angiogenesis of the eye, 
restenosis, and infections causing excessive proliferation of cells. 
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1 8. (Previously Added) The method of claim 1 6, wherein the matrix is selected from 
the group consisting of fibrous scaffolds, polymeric hydrogels, and micromachine or 
micromolded substrates. 

19. (Previously Added) The method of claim 16, wherein the cells are selected from 
the group consisting of fibroblasts, tissue specific cells, progenitor cells, and stem cells. 

20. (Previously Added) The method of claim 1 6, wherein the cells are genetically 
engineered to produce TSP-2. 

21. (Previously Added) The method of claim 16, wherein TSP-2 is endogenous to the 
cells on the matrix and the cells are engineered to increase expression of TSP-2. 

22. (Previously Added) The method of claim 1 6 wherein the cells are of a different 
cell type than the tissue that has proliferated. 

23. (Previously Added) The method of claim 16 wherein the cells are selected based 
on natural production of TSP-2. 

24. (Previously Added) The method of claim 1 wherein the cells are of a different cell 
type than the tissue that has proliferated. 

25. (Previously Added) The method of claim 1 wherein the cells are selected based on 
natural production of the anti-angiogenic molecule. 

26. (Previously Added) The method of claim 1 wherein the anti-angiogenic molecule 
is thrombomodulin. 

27. (Previously Added) The method of claim 1 wherein the anti-angiogenic molecule 
is angiostatin. 
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28. The method of claim 1 wherein the anti-angiogenic molecule is endostatin. 

29. The method of claim 1 wherein the anti-angiogenic molecule is TSP- 1 . 
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Cc: 



Subject: 



From: 



TKOWALSKI@FLHLAW.COM 
Tuesday, July 01 , 2003 1 1 :45 AM 
Yu, Misook 

Alwamoto@FLHLAW.COM 

USSN 09/822,161 - further revised draft claim 



Dear Examiner Yu, 

Further to my telephone message, I am sorry that the overseas call I unexpectedly received 
took so long, and Michelle and I look forward to speaking with you at your early 
convenience. Here is a further suggestion for claim 1. 

(Amended) A method for treating a disorder characterized by excessive tissue proliferation 
in a subject in need thereof comprising implanting a cell -matrix structure into the 
subject, wherein the cell-matrix structure comprises a matrix having attached thereto 
cells that stably express an anti -angiogenic molecule, in an amount effective to inhibit 
or regress the excessive tissue proliferation 



Best regards. 
Tom 

Thomas J. Kowalski, Esq. 
Admitted in New York 

FROMMER LAWRENCE & HAUG LLP 

New York Office: 

74 5 Fifth Avenue 

New York, NY 10151 USA 

tel 212-588-0800 

fax 212-588-0500 

California Office: 

4660 LaJolla Village Drive 

San Diego, CA 

tel 858-731-5000 

fax 858-731-5001 

email : TKowalski@FLHLaw . com 
website: www.FLHLaw.com 



This message originates from the law firm of Frommer Lawrence & Haug LLP. It contains 
information that may be confidential or privileged and is intended only for the individual 
or entity named above. No one else may disclose, copy, distribute, or use the contents of 
this message. Unauthorized use, dissemination, and duplication is strictly prohibited, 
and may be unlawful. All personal messages express views solely of the sender, which are 
not to be attributed to Frommer Lawrence & Haug LLP, and may not be copied or distributed 
without this disclaimer. If you received this message in error, please notify us 
immediately at firm@flhlaw.com or call (212) 588-0800. 
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